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DETAILED ACTION 

Applicants' election with traverse of Group III, claims 1-3, drawn to a method of 
treating muscle spasms comprising administering an effective anti-spasmodic amount of 
tizanidine by a route of administration selected from the group consisting of buccal 
administration and sublingual administration is acknowledged. The restriction 
requirement made on the last Office Action between Group II and III is withdrawn in 
view of Applicants' amendment. Accordingly, claims 4-18 are being examined with 
elected Group III. However, the restriction between Group I drawn to a product claims 
and lll&ll (currently included in Group III) remains in effect because the product as 
claimed can be used in a materially different process because the product can be used 
to reduce somnolence in patients. Applicants argue that there is not a "serious burden" 
to examine all groups that are classified in the same class and subclass. This is not 
persuasive because restriction for examination purposes as indicated is proper because 
all these inventions listed in previous restriction requirement are independent or distinct 
for the reasons given above and there would be a serious search and examination 
burden if restriction were not required because one or more of the following reasons 
apply: 

(a) the inventions have acquired a separate status in the art due to their 
recognized divergent subject matter; 
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(b) the inventions require a different field of search (for example, electronic 
resources, or employing different search queries, non-patent literature search); 

(c) the prior art applicable to one invention would not likely be applicable to 
another invention; 

(d) the inventions are likely to raise different non-prior art issues under 35 U.S.C. 
101 and/or 35 U.S.C. 112, first paragraph. 

Accordingly, claims 1-18 are being examined on the merits and claims 19-31 are 
withdrawn from consideration because they are non-elected invention. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Eichenberger et al. (U.S.Patent No. 4,053,617) in view of Patel et al. (U.S.Patent No. 
6.569.463B1). 

Eichenberger et al. teach that pharmaceutical compositions comprising 5-chloro- 
4-(2-imidazolin-2-yl-amino)-2,1,3-benaothiadiazole hydrochloride also known as 
ZANAFLEX® or tizanidine hydrochloride, useful for treating spastic conditions of 
muscles. Eichenberger et al. teaches the composition has a significant muscle relaxing 
effects, (abstract, column 1, claims 1 and 9). Eichenberger etal. illustrate oral 
formulations comprising tizanidine hydrochloride with excipients such as lactose 
colloidal silicon dioxide, microcrystalline cellulose and magnesium stearate. (Examples 
1 and 2). Eichenberger et al. teach that the composition are preferred to administered 
in solid preparations such as tablet and capsules, (column 3, lines 10-13). 

Eichenberger et al. do not expressly teach buccal or sublingual administration, 
percentages of the drug release and percentages of increased bioavailability of the 
drug, the populations of patients to be treated with observation of health care personnel 
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or medical records, the measuring techniques of the bioavailability of the drug, a single 
health care facility and therapy from a single doctor. 

Patel et al. teach solid buccal or sublingual composition comprising tizanidine in 
a rapidly dissolvable and more solubilized state with improved absorption and/or 
bioavailability of tizanidine. (column 2, lines 15-40, claims 5-9,23,25, 34,35,37, 49 and 
51 ). Patel et al. also teach that tizanidine composition comprising excipients such as 
lactose, microcrystalline cellulose, silica (silicone dioxide), stearic acid can be 
administered by buccal/sublingual route, (column 28, lines 31, 35, column 31, lines 1- 
10). 

It would have been obvious to one of ordinary skill in the art to modify the 
teaching of Eichenberger et al. and employ ZANAFLEX® taught by Eichenberger et al. 
via buccal/sublingual administration for the treatment of muscle spasms because Patel 
et al. teach that solid oral tizanidine composition comprising excipients such as lactose, 
microcrystalline cellulose, silica (silicone dioxide) and stearic acid such as ZANAFEX® 
can be administered via buccal/sublingual route. Further, Patel et al. teach that the 
buccal or sublingual administration of a composition comprising tizanidine such as 
ZANAFLEX® improves the absorption and/or bioavailability of tizanidine. One would 
have been motivated to make such modification in order to achieve improved absorption 
and/or bioavailability of tizanidine by rapidly dissolving buccal or sublingual route of 
administration. There is a reasonable expectation of successfully treating muscle 
spasm with tizanidine formulation such as ZANAFLEX® via buccal/sublingual 
administration because Patel et al. teach that buccal/sublingual administration of 
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tizanidine formulation such as ZANAFLEX® increases bioavailability and improves 
absorption of tizanidine. The percentages of the drug release and increasing 
bioavailability of the drug is obvious result upon the administration of same active agent 
ZANAFLEX® via buccal/sublingual route taught by Patel et al. with increased 
bioavailability and absorption of tizanidine. Further, the populations of patients to be 
treated who have been administered tizanidine orally but do not respond well and are 
subsequently administered tizanidine sublingually or buccal is obvious because 
buccal/sublingual administration of tizanidine composition such as ZANAFLEX® 
increases bioavailability of tizanidine as taught by Patel et al. It would have been 
obvious to one of ordinary skill in the art at the time the invention was made to 
recommend buccal/sublingual administration rather than ingesting ZANAFLEX® to a 
patient having sub-therapeutic effect in order to achieve an expected benefit of 
improved absorption of tizanidine as taught by Patel et al. The patient population 
receiving the therapy at a single health care facility and the treatment receiving from a 
single doctor are all deemed oblivious because it is desirable in medical health system 
to have a patient receive a medical care from a single doctor particularly for a single 
disease symptom such as muscle spasm in order to decrease risks of duplicate and 
unnecessary treatment due to miss communication between doctors. Moreover, to 
have the patient attend a single medical facility is obvious because of various reasons, 
for example, development of a personal relationship between patient and the medical 
staff in a same location and it is convenient for the patient to report to the same location. 
Further, it provides central location of a medical profile that can be obtain/access easily 
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by medical staff or by the patient. The measuring technique of the bioavailability of the 
tizanidine is obvious because it is well within the skilled in the art and routine procedure. 
Thus, the claims fail to patentably distinguish over the state of the art as represented by 
the cited references. 

None of the claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jennifer Kim whose telephone number is 571-272-0628. 
The examiner can normally be reached on Monday through Friday 6:30 am to 3 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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